5,266,331

7
TABLE 3-continued

8
TABLE 5-continued

Formula of Oxycodone HCI 10 mg Controlled Release Tablets

Percent

Formula of Controlled Release Oxycodone 10 mg Tablets

. percent
Component Mg/Tablet (by wt) 5 Component Mg/Tablet (by wt)
Purified Water q.s.* - Total: 125.0 100.0
.?-:elzryl Alcohol 2;(5)8 2(2) *Approxi ly 33.33 mg Eudragi ® RS 30D Aqueous dispersion is equivalent to
Magnesium stearate 125 1 10 mg of Eudragit ® RS 30D dry substance.
Total: 12200 mg 10 10  The tablets of Example 3 are then tested for dissolu-
*Used only in the manufacture and remains in final product as residual quantity only. tion via the USP Basket Method at 37° C., 100 RPM,

The tablets of Example 2 are then tested for dissolu- ﬁ]:St hogr 70;%;?1“‘112?3 Sgastnc fluid at pH 1.2, then
tion via USP Basket Method at 37° C., 100 RPM, first ~ Cranged to atprt 1o
hour 700 ml simulated gastric (pH 1.2) then changed to TABLE 6
900 ml at pH 7.5. The results are set forth in Table 4 15 Dissolution of Oxycodone 10 mg
below: Controlled Release Tablets

TABLE 4 Hour % Oxycodone Dissolved
Dissolution of Oxycodone 10 mg ; i:g
Controlled Release Tablets 20 3 62.0
Hour % Dissolved 8 79.8
1 . 359 12 911
2 47.7 18 94.9
4 58.5 24 98.7
8 67.7
12 74.5 25
18 76.9
24 812 EXAMPLES 4-5
In Example 4, 30 mg controlled release oxycodone
hydrochloride tablets are prepared according to the
EXAMPLE 3 30 process set forth in Example 1.
Controlled Release Oxycodone 10 mg Tablets In Example 5, 10 mg controlled release oxycodone
(Aqueous Manufacture) hydrochlonfgie }t:i!ale}t; are 1prgpared according to the
. . . . rocess set torth in Example 2.

E',udraglt'® RS 30D and Triacetin ©) are combined P Thereafter, dissolution sI:udies of the tablets of Exam-
uwrllgleer I%iffs;%ge a;ht%‘igf io?c(i)m?teeslh Sscéﬁf:l’te:noi ::t’;fg 35 ples 4 and 5 are conducted at different pH levels,
uniform dispersion is ggserved. Y na%::]y, pHI 1.3, 4.36, Qngapdjz '%1 7 and 8 below:

Next, suitable quantities of Oxycodone HC], lactose, € results are provided in lables 7 an clow:
and povidone are placed into a fluid bed granulator/d- TABLE 7
ryer (FBD) bowl, and the suspension sprayed onto the 40 Example 4
powder in the fluid bed. After spraying, the granulation Percentage Oxycodone HCI 30 mg Tablets
is passed through a #12 screen if necessary to reduce Dissolved Over Time
lumps. The dry granulation is placed in a mixer. pH 1 2 4 8 12 18 2

In the meantime, the required amount of stearyl alco- 13 295 437 618 789 910 97.0 97.1
hol is melted at a temperature of approximately 70° C. 45 46 344491 664 820 956 99.4 1011
The melted stearyl alcohol is incorporated into the s'gs ;33 ‘;’g'é 2‘;";’ %'3 gf'g ]gg‘; 122'2
granulation while mixing. The waxed granulation is - - - - - - - -
transferred to a fluid bed granulator/dryer or trays and
allowed to cool to room temperature or below. The TABLE 8
cooled granulation is then passed through a #12 screen. 50 R
Thereafter, the waxed granulation is placed in a mixer/- Percentage OxycodoncpHCI - 10 mg Tablets
blender and lubricated with the required amounts of Dissolved Over Time
talc and magnesium stearate for approximately 3 min- pH 1 2 4 8 12 18 2
utes, and then the granulate is compressed into 125 mg 13 2595 415 585 735 853 907 942
tablets on a suitable tabletting machine. 55 456 378 442 594 786 882 912 937

The formula for the tablets of Example is set forth in 688 347 452 600 755 814 903 939
Table 5 below: 1.5 332 401 515 663 752  B8LT 868

TABLE 5
Formula of Controlled Release Oxycodone 10 mg Tablets EXAMPLES 6-11

Component Mg/Tablet ?;;C;r:; In examples 6-11, 4 mg and 10 mg oxycodone Hcl
Onycodone Hydrochloride 100 3.0 tablets were prepared according to the formulations and
Lactose (spray dried) 69.25 55.4 methods set forth in the assignee’s U.S. Pat. No.
Povidone 5.0 4.0 4,844,909, ,

?2:;:%’; %RS 30D (solids) 1(2).8' f'g 65  In Example 6, oxycodone hydrochloride (10.00 gm)
Stearyl Alcohol 250 20,0 was wet granulated with lactose monohydrate (417.5
Talc 2.5 2.0 gm) and hydroxyethyl cellulose (100.00 gm), and the
Magnesium Stearate 1.25 1.0 granules were sieved through a 12 mesh screen. The




